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*«5fi^ttSBft«E^Jfe«l#©S[#**S^-rShigh mobility group protein- 
l(HMG-l), high mobility group protein- 2 (HMG-2), &<5Hte>^n£c£);J? U 

tm—>m. &&ztm^tt&ttifcmm<Dm4*tfiBijfc-?ZiMG-i , hmg- 

e affeaEtt^.ft^^#tt<z>^jgiictta* otft#4 , 3»aufla»trt'tt: (anca) As#&-r 
* c £ $ nx ^ s . anca ttfw^^stfrte ( i if) j: o *tb $ nfe e est 

V- 7 -ANCA (pANCA) (3 ES'J $ n& , cANCA ^Wegener ft^ffi& lZS0%£\,*5 i^M^T 
tfcffi^n, ^0^«90%RJi^7 0 n^<^-±f-3(proteinase-3:PR-3)-t:^S 0 
ffi^F, pANCAttSttttW^Jfaeife (microscopic polyarteritis), pauci- immune 
^^^Ett^^^J^figft^i^ (necrotizing crescent ic gromerulonephri t i s, NCG 
N)1Z80% (DMmm-V^tH^n, ^O^I5ra80K#5xn/*— :*-=^->^-if (myero 
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peroxidase : MPO-ANCA) T&£„ Z\<D «fc o lzmi§Mm&(Dm^tKfc<Dm7klZ J; 0 

i mm f 1 amatory bowel disease, 
IBD), «ttKlffl5UC7^(RA). ittXUr^l — ^XCSLE), SB^aEttffF^ 

5 (aih), %%m&. r xr>>r — hmm(D0kfem<Ds%i&m><Dmm\zvM 

CA^ISfe6tlT^S„ pANCAOirtUt LT^ h7i'J >, #^:7";>>G, X^ 

i o *toett»j£j£T & £ ft mte.±m0k ojo *> £ p - >^ (cd) h t t£M& $ 

ftfctteriT £ n £ CDm^i&STOSf (ANCA) ffi S n*®!^ (HM4 3g) «^-n 
■6*1, 40~87%fect^6~27%t^nT^?)o *©&6/^->tt«*te:*:Jg& 
T? ttp ANCA**80 ~ 95%££*!>£cDl£:fcfLT, ^ p - T tepANCAi* «fc tfc ANC Art* 

15 ->x — 2/V>^Kfrci±pANCAJ&*^<. -^n-6n33% (4%), 43% (2%), 50% 

(8 % ) T $> Z> (*£3flif*l ttc ANCABtt*) . 

aan£*»ifci3 j: * p - >*n?& m $ n * anca £2*j&t * mm £ l -na ^ * 

r*7x.U XLactoferrin). #^:/->>G (cathepsinG), ^ XP/\°— ^-^->^— 
7s (myeloperoxidase) is cktX^xn/^— ^r^-i^^— X + jl? x$r — fc\ ^ xpa 

20 —^^^-x+jL^x^-^+ti^zyyGmm^o^n^fi^ni:^^. z. 

14^I1^0j&mW^iLT^^^^fe(Cck^pANCACD^tb^^$nT 
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3 § etate ( g 21ftJfig) £ K U ^-n^rffl^S WHET JfiSS! fflttM CO & t 

<Dm±L\zm.itm< *><7>t&&o ^z\T~£E.$&mmm\zttim-r2>&m<DmE t mm& 

^^S^^IfT^^c^^iLTia^coSeMT-^-Shigh mobility group prot 
ein-1 (HMG- 1 Lehigh mobility group protein- 2 (HMG- 2 ) ^§6 [WITT'S 
£ (hlcSJ&TEfc^jLj'c: (Sobaj ima J. £> CI in.Exp. Immunol. 105:120-124, 1996, 
Sobaj ima J. 6> CI in. Exp. Immunol. 107:135-140, 1997). d CDHMG-l43,£U3lMG-2 
«fflUfcELISA*€:«iai|-rsCi:»Cj:0, CCDfetm^LT, «&H*iS U 7f> 

d COEL I S A»*«W«f3fcJt»i#fe K J: S #Ei«tt ©»lj£Sj t J£i& L Tt§*fW izm& 
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O^LTilSSnTV^. Dennis J. S. 6 «:±JSH±X U ^ h-^'XB#T^HMG 
-liaffc^lO. 3*, MHMG-2*i^:^6.9«T^D, ^1±#§-&M*§S^ 1H4ig@5 U ^ 
^TtiS^fttt) 0 %£$$^LTl*Z> (Science 215, 1245-1247. 1982)„ $6(1, 
Briolay J. 6H£, ^ttx'Jf^l — ^X, 1f 'BeMbpU ^"T^, 

hmz^K> mm- itfii$&&z$mm-2#i fa &&ttihtzffem, mm 

fa£hmWr&){35W.fcf<Z^ii%sL&lsT^Z> (Autoimmunity 2. 165-176, 1 989) „ HMG 
mmcD^m. ELISA&, <A^D 7 h^Cm ^bfe^ODm^^ 

teRi'S <h</>:5 15^*^-5) (Witt emann B6, Arthritis and Rheumatism 33, 1378- 

1383, 1990). ^m^mT'itmmmumG-\^j:zmm-2^:m^EusAm^mmv. 

*m$%WlZ, HMG-17T5 U— ^e>^«n-5^U^y^F, HMG-27 7$iJ-^ 
^WTS. dilT, ±E#U^^r5*«»^3»28kDatitJH(HMG-Z)-Cfesa:$tt 

S tt g JFFifc T? * S . 

jfja/il«ISjg«lt3*VJT«, ±K#U^:/5P Kfi, th, r>~>, 7*^, 3^>, 



WO 98/02744 



PCT/JP97/01647 



Blft ^^A*t3jfil^e>^itL^$fit 3 MM^'1-ii- h (t/tJK) £SDS-PA 
GETHcft!*, »*14;*:»3feM 5 AOJStMti^A 3 AOjfiiflta* bf# snfc 
5 ttfilgG (trifr) ^^TCl7^>^D 7 f^ >^lxfet*©J|S* i &^-r. 

@2tt. #4»Jfc<hHL-60<Z>«Bfl&7'l'-£- HSr^tL. 28kDaJa^#a#Oifil 

H3H HL-603WflS^e»©SiIg*^j|t-r*XSC*5JtSHPLCO/^^-->^"r. 
No. 9CDf— ^tw28kDafitJK*3cfcQfZ9kDaKHCj&«^Sns. 

"To No. 5©bT— *fc28kDaftJ@to*No. 6 © tT-^ lw29kDa#L0a*£3;n<5. 

H5I1 #»^28kDa*iJ^ (U— >2K 43.ktf|fcK29kDaifiM(U-- > 3) ©^ 

H6H HMG-143«fctmiG-2JC«k*®#tftf*:©lRJR«|fe&^-r. HI^£n£«fc5 
15 \Z. -RVt-j ^3 > h D-JPTtt/O H*SftliJS hi (K 3) £«. ifE##!»JK 

*n*t/N*>H (2. 4) a**gffcLfc. 

8 7 11 t hl|(|J»iia»J:DW«LfcHMG-143«tUCHMG-2©S^<te, ^jfiflguai* 
b> b fcHMG- 1 43 «k tfHMG-2 . L> TrUlS© O vHMG- 1 43 «fc tXHMG-2 © jg^ft© 

^|»J&j&*£©, HMG-l43 e tlXHMG-2(Z)i|tia^^-rc 
H9tt. *«tt^Biftftt5AtitA3AO ( S'HMG- 1 £«ktf£~>HMG-2 

25 0 1 0ft 5 A£tt#A 3 A®. :/^HMG- 1 43J:tf T^HMG- 
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mi lit. »tt£t#tf>jfiifif£ffllr>T. ELISAftK:«fc0«9j£Lfcffi*ft#ttf»£ 

mi Eiishmzj:^mmG-itfi^j:zsmmG-2m^(Dmi^^7fk-r a 

^*^HMG-l (012-1) , HMG-2 (012-2) 33«fctffc: hHMG-l&^tft hHMG-2^ 

m (B112-3) iz&\,*-c. mmm?mtzw. f mm£>ftfro 

mi 3WU ^^MG-l^^M{3ffll^c<h^©^SSiJ^^^^To 

H15H th. 7*^. C7>'*3«fc^7y hHMG- 1 (75T 5 y^iH^iJ CD it ^e^^-To 
il6H bh. '^v'iS.fctJ^-y hHMG-2©75/RB2yy£J±*fe*3j*-r D 

HMG(high mobility group protein) \&9 P" ; ?5 : ->1gjtiC'a Sn-S^ScD^fciX 

oTV»S. tlfffflf^i-pfO chfc>7^TUfc<,^\ HMGtiDNA tj^pTS^. DN 

*E5691K:ffilr»5n*#'iJ Htt, HMG-1 77$U i^teHMG-27 7 5 

HMG-1 (high mobility group protein- 1) 7?5U- tit. IE^iJ## 1 

$nst h hmg-1 <h9o% &s wa-tnia.LoT'a y mnm-&&ft-tz># u 

H^tHK £->HMG-l (E3?iJ#-^3) . ^ (6S^J#%4) , 

(E^J#-^5) ^:i:(DHMG-l&frtr. JfSK tit hHMG-lT-&5^\ Tfc^Env?- 
©BSS*>e>. 7*^, Ozs. 77 h^ffltrf 5. CL CDHMG- 1075 / H&StJ^'J 
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Q&ft. HMG-2 (high mobility group protein- 2) 775U- tit. gg^iJ#-% 
2 fZ^^n-5h hHMG-2£80%&£^te-^tlJ^±tf)7 5: y K*Hmt£Wt5#U 
^y^KSrl/i^, HMG-2 (gB^J## 6 ) , 0 ~>HMG-2£>gBfrI2?iJ (SB^IS^ 
5 7) , "y-yV HMG-2 (IB?"J#-S§- 8 ) . ^>HMG-2 (E?yf§9) , 3^>HMG-2a 

(E5U#-^1 0) , ^T.HMG-2 (E51J#§1 1) &<>f(7)HMG- 2 £<&tr. 
<fc£t:K ^->WHMG-2T-ab^ <> cme>£>HMG-2CD7^ /&S2?'J£>J££££: 

El 1 6 tz^-To 

HMG-1 $>Z>mtmG-Z7T 2. U— iCRf-Stf U S'CH 7$;i^- 0 

£*ie,©»rfir£«u HMG-17z5 ll-£fcttHMG-2:7:r = U -fCRTSsf? U ^ y'" 

HMG- 1 ;fc£tfHMG-2 « % ^e»($5»^oT^5f I^ieiTfe-Sfc* 

hb&jj^ y'^mm. vismm. khM, hl-6o«^t&& 0 mm 

*5±tf#*«}fr«fctt*«aJT*t), 0y*«, M. Yoshida^itfK. Shimura (J. Bioch 
em. Tokyo, 95, 117-124, 1980) ^, Y. Adachi <=> (J. Chroraatogr, 530, 39-46. 
1992) (D-ftm\Z&r)mm-2n%Z> 0 ^©HMG-l:feJ;t>m-2^«$ifD 
25 ^ia<kOI^$nTU5. 

_t!2<E>HMG-l 7 7 5. »J-S/ctiHMG-27z^ U -Id^T^^ U 

8 
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a. mm^. *«^4*oi/^n'£)*sffli/j&ti»s. /\'->^x 

ifc-f*>^n7by77^-tLTIi, 0!lx.fcfpolybuffer-exchang 

*w»§ntc*3iriTtt. eeftaE«i.mtLT, «ttHfieu^T3\ t^iijf 
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?u—>mte. 'hm^±m*^ts±mi\:^z&z.%i%m&(D&&wM^w<D& 

«1tMffiU^"7^(RA)»4ISH^O«ttiifftt©l8Jpi-C , ft$. RAO$^H 

#ttxur-7h-TX. afifi&fSML, mfcftiz^mteffiyi&^-rz z. t 

10 
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^©tth^ V*^— -fcf 1 lC*#-rsSHta<*:"r*Sin:Sclr70^«. j^tFL 

if) &&ffi~r zztfimz nx ^ s „ 

*®©ftfbttfiJE(zfy hn>ifc^)££fcte^ *>(2£5cj$j»(DM) <tB?-K. Z. 
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^EifitTiiii^u^s, &mzto&tsifem&wFrzmm-e*>&z. mm 

S£^^'l4fF3fe (autoimmune hepatitis. £JLTAIH) ttJKflttffiH- , ttffFfigS5(PBC) 
BS^HffHSr^-r. SBtn;#:<7)^T^, aBfflROJ5fe^t5^TStn;«ffE<*:(AKA) (#9 
Jrtf£<i:tev n"E.#M%km.(DW-m*\Z-&-&.\s, &2>%rJ£<Dtfim&(DVQmz£. 0 ^ 

i > tem&Mffi w-? ?-mm<Dtfite. t v > e> £ # n, *-ft-£n»aH!£;*:«ift * s ^ « 

eB$&fi«ai(DJt«:<hLTtt, IgM, IgG. IgE. IgD. IgA^J&Wf 5*1*. 
*K^gWO^WrSltt, ±SEC7)HMG-1 7 r ^ U— £5V>teHMG-2:7 7 $ U — 

— OtJ^U^^K. HMG-2 7 7 5 'J— ©3j5'J^^H**^tt^-©»f)t**^«:< 

12 
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-5„ ^n^C^tt, jStRS«:te, ELISA&, riaJ*. ^x^^>^n 

^ne»<DKffM-«, ^»f^-y htcsn^s. »7Mt hmg- 1:77s 

#E^fc£*lfcELISAffl:/U- h <h, gB^^B^c^^t^Lfe^lMtn: 
&1S£te£&a^£fea6caii£l!l££^#£> 0 z<D$&m±* j5t»Stt;te. EL ISA 
}£. RIAfe V^X?>-7u*y7-j >?&m<Djjmzm'£-?2>f8 l ft$:<StS. tftm 

#tft#tt£tt, i^&&^tex"77;©Jnt HgG*-5Wij3tfc h (IgA+IgG+IgM) 

thigc igM, igAis^-rsfew-r^s. zL*i'Z>2'A&imz* — «k 

Ttt. fel*14l^{£(0iJ;U;f 32 P, 3 H, 125 I#K BftS(0!l*.tfj3-;tf^ his? 
JjSSI^ • FAD. FMN, ATP, tf^>, 'XAtei:), 

•fe^r >»a»fr(^jAtf. 7;wi/t<M y^^-->T^— k 7^tut-r>f 

^v'T*— hfc£K ^A^'J 7jLD>43ckr>'l-T-Uy-8-^-^^l^>7 > ;U 

4^>^, y — )imMfo(Mz.i£. jib. 1 v jib ; —jvfc&uztfm 

13 
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it^mmmms fk&&t<¥m&&} (m&xik&mA* lsses^T, P102-112) 

■f?«»-V^flSt MgG F(ab') 2 ^U ^D-^-JU^^immunotech S.A.tt(77> 

tmtisxiz. ^u*-fkh:-;k #«j*^u>, x^i/>-^t'-;u^>-t'> 

7**n-7>7 J ;Kt770-7, > /W^^&i'h -fe;uo-x(-s 
©te«H&^ft^»#«HJzK£n*§5. dti^tt, 75^1, ->;u£. * 

(fcf-Xfc£>, f«(l»ffti'). mmvt* IBM*, M^(7t^7Wj: 

£K /hBMft £^Ttio»inr*,Tfe± < , Steffi k«i;t 

(7^->XrA7:ttS) > .H^l'7 , 7'l/-h 1 C y^U- h (ft^^->7 ^< 
, -7^->y-y^u- h <Nunc*fcS!);fc < fctfE. I. A./R. I. A. V (n- 

14 
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ffi#£#iE0>iB£-te. mmm^m^ <<*>m&&. ftw^ft, s'sjsfct* 

ELISA&, RIAffi. «i7 x.Z>&>-?u y=T4 >#&&&mf e>n<g>. 0&J*_te:. 
5nm©«3fc££SJ5rrs OinHMG- 1 43 itf'iriHMG- 2 ^<£^ij^£n*#£ 0 

<fc imG-2tfiW, & m \f » fcEL I SA^ f 3 ct -2> trEHMG- 1 Jr[^i5 «fc tftftmG-Ziftflcfca'JJtTS 



WO 98/02744 



PCT/JP97/01647 



^ U;U7 5 K^MtgtfMKKSDS-PAGE^fTS. ftlMg. tffij;HoT, ^->T □ > 
- hSrSJftS-BrS. t<D>f^m fiBJ^tf, ECL^y h (77->t AthSg) 

MUX. m§s!£nf#£. 

Jil5©^ffiSffl^^CtJC«fcO, 28kDaCD. tftjf (ANCA) K2*T 

*8tJSCa*4#£S*l»&. ^{C^0i|T^-r«^^(C, ANCA»ttJ&#24A*10AK28 
/39. 5/44/47/58kDa©£MK7&*£i>& < ife— "^£4±*«ttm$n, d ©1*3 7 A*«28kDa 

mmzm-oTte o , <* s tc 7 a* 5 A^Kf&ttojftswt^nifet^BffsnT^fe. 

W»m5tKfrfeTANCAISttO»*tt^l»^JS#jfiim-trttl»14A> Kttftffi 
Stltea^fc. &43, *R5BWlZ*5ttSfii®©^a«, 10%SDS-PAGET-&5£ 

£^5ffl#ttteajMS*©#*S*Jfc©^^ CCL-240) 

16 
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628kDatfcMlCJbDX.T29kDair[J^*^ft^-^, ^ t^igsnfc. d ©HL-60$fflJ3§^ 
28kDaftJK*5 J: ^29kDa«iKd**lfi8 28kDaffiJK£cfctf29kDaJftJDRG!> 

5 56FCS&aSJBLfcRPMI1640**fiT«3IU, «Bliae6M«l»^7 , z:>?>H^»Lv 

®3k»Jfta»£, 28kDataJg*J:tX29kDa*tJDR*«1»Sli$nf»S. jffaiJZfiieffiHPLC** 
ffl^bWI^, 7-fc h U JKD«liS43ES:ffl^*igfflHPLCT5M0"r«»^i:fC«t 
090%i^±Oj«ffi*^T*28kDatt^J:^9kDattJK*«««a3n^-5- 7iz H~ 

«fS4*nfcSeit©7SyieE?iJO»«f©«S*. 29kDa*nJgCteriigh-inobility 
group protein- 1 (HMG-1). i3cfct£28kDaiaMtehigh-mobi 1 i ty group protein- 

2 (hmg-2) tmfeznrc. 

ttfr»14Jil#©««IgG*^^(DHMC-l^«fc^G-2T!RiRUfc^. *itimkDatrL 
15 JR*5i^29kDataJBRt©SJiK£'^x^^>yp-v5 i ^ >i/T*fct ^^>, iKJftL 

uOIW^. KlSHHIIG-l*5«tCJ£HMG-2T?*S^ < i;*«aiK$nfe. 
t h»ISfe«k^^l»K«k-OHMG-143J:r^G-2ia^€S9KLC7x^^ 

fchHMG-lOT'S /BtE*!lf4. ^7->, 33«ktf^y h£Jt*fcLT(Bl 3) 

20 ^^75/1^2 6. 1®, 2 5 tKOft 

^D»CCine»©»4»OHMG-lSELISAO^IS(tLTfflt»S3:(t*<oJffiT*S. £vt 
HMG-2 M tit ht^J:^^ htt75 y»2fl^ftft:5 WfftSfc 

25 ^fcT?fc& s £#*Sn*(tf i'OK^JttSSK^— ^A>£PIR B6161 let 

HMG-1 *5 J: tfHMG-2 ttSfflT^fc: 0 «£ < T 5 y KE?>Ja*iS# $ tlT t, * -5 S H <h# 

17 
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*3 i LKHMG-2T® *K J^lth COHMG- 1 *5 «fc ZSMG-2 1. fcfo L fj. < f£ o Z\ £ ^6 

5 HMG-l*5j;tfHMG-2«:t K fe^V^^^-X^Mm^^, iJIE^XittO 

5. ^Wlfcfl&fil^fO^tf-lCll^ 0.075M NaCl/0.025M EDTA (pH7. 5) t^JH»*-&3J5 

®JRU 0.35M NaCl(pH7) ^^m+f-Ilt: ±0 ^ pv^>lc 

10 *£^UfcHMG&ittat£-fr5. ^tCckO^F^^^b. n<bnrz±m&2% b U 
^□DMg^iL4 , CT2^ML > HMG-li5«kOTlG-2^©^«SttSeR 

■J7t h>itS8€rfTVi. ?t»UT*fcHMG-l*«fcrj^G-2S3i^»BSlC«fcO[HliRt" 
-5c StI££:90%T-fe h>-C^t#^^$-&fc. £ ©H^S6Mtt[iSg^7' ~ ^>{3?§ 
15 Ml,* a«f»z:J:4PBS^(0«lfti:Ji*ig*ffl^ HMG-l£J:tfHMG-2Bi$*£ Lfc. £ 
OHMG- 1 & J: DfHMG-2 W ^xX^>^D 7 f-f >^l:i:l3 & J£#<0 

#$ifgBJT-/8 V ifc y ^ HMG- 1 43 J; Z*7P HMG-2 f«M%B^#o— AT & -5 £ 
(Djjfea. Yoshida&ektKK. Shimura, J.Biochem. Tokyo 95. 117-124. 1980, 
20 Adachi <=>, J. Chromatogr, 530. 39-46. 1992) t3«k OWM^iOQWKL 

fcM«95X4^_t©«ift«:ffl^fc. Cin^tet h COHMG-1 feck^HMG^RIIIS^ifiim 

TlT|R(O^^OHMG-l^«ktXHMG-2(*n^lMaittSa)'b. «*tt±J»lfe&#0 

ia^iiS^Lfeo ffioT. HMG-1^3j;miMG-2«, ^JStt^Jl^MtDtriM-efe 

25 ttx^ns. 

»aS^HMG-l*3«i:tWMG-2Sffl^T±gE©^teK:!j£^TELISA^*«SiUfc 0 
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EP^. 96tfx;KDELISAffl:A — h WunrttmXD&'J 3^)UZ 5 wg/ml©^HMG- 
1 &&t,>teHMG-2 £50w 1T^>«]U 4 < CT24-36^r^#gUfeo il*J(DtJi/M 
«:l»5fefi&, 5 %BSA^cfc£:/n<;/*>^£:ff 5. 5 %BSAT*3S^ IZ^Uft LfcJS#jfii 

5 H5tfct^Mk hlgG F(ab') 2 $:JD^, gfflT 2 B¥HSJ££-t£5. #fc#$eT 5 Is] 
/^zhD7i^U >B&(Signatt«)»tt(10%^x^y-;i,7'5 >ig 

££>^££§^T. ^HMG-1^43ct^HMG-2^#:it>l^-|4(DS«'l4^:^«# 

10 ^HMG-ltfi#fe«ktf^G-2^*0^ £ ©EL ISA* 

£ ffl I > T &mm-£ (DiKMG- 1 iritis «fc #lHMG-2#l#: & IH93feT? # 3 d <h £ n 

^TtaHMG-lJf[^S^HMG-2fe ! i^$:^J^Lfc 0 BSf£14]EH-|f ffflEgfc, 

HMG-l<D^*«HMG-2«krjmHCtt7&*§fi<»ttsps*«K^ofc. HMG-lKo^Tte 
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feiJtHMG-i & J: miMG-2jn;#:^ai $n§ct 1$3%7L 6 n^> . secura 

&m&& ^t%7L*> nx i > fc-^n n t> ctg- i «k u^taHMG- 2 st^^tn £ 
nsRjun4***s. *y ^fz-i—mizmfc. SMsiiMf^, chur 

g-Strauss^l¥, JRSSttWtettE'ffjft. ig^tt*g-&3&»JPi. S&JM. 

"^B*fflflaf:«»an^»*«xin:fls7&<^$tiTti< t>cD£#;i<=>n& 0 zw&oiz 

UTM$ nfc^^tfiHMG- 1 #t#*3 «fc LftaHMG-2#i#: IC tt JfiHMG- 1 ^t^T & & 
•|£^&0, ^HMG-l^^i^trCHMG^^W^Cct 0 . fUroSSMEt^ 

T^HMGtrEJ^<D^^jtiibT^-5pJfE'l4^feD, «BIIfiO»ai^#^HMG©jtt«tfC 
.fcOfixHMGStfleOS^ie^Sns^ fi£^T. MG-1 

S €> »C*BBf6Wtt, ELISAt3«fc ?)»iHIIG-lgiflc*«t^*iHMG-2fixflc©»J^$ff 5 

20 



WO 98/02744 



PCT/JP97/01647 



(D^ffitinV >A°J#<hHMG-l *5J:tfHMG-2 t(D!fcQ]±Z:m^Z>Z.ii\Z£K), MBit 
m&$:mfe-?Z>Z.t&T-&Z>o -tfct>%* HMG-1 J3«tOTllG-2feS^ttft3ffiSJtS 

^«m©fi t 4'I*©ift*K«fc»3HMG*«i6«lbT< HMG^<Z)*>©£ 

»5:ti:io ; «iaio«»tt©*i«tc3a:5BjiS6l4*«#Ae>n5. hmg<d$jj 

10 SATtt. ^1^^/ ^P-^-;VinHMGtr[^:€7>- htCH^fcU. «8!lHMGtl»'& 

S^Mf iSJ^^ii, ^Lfc^HMG#Effc£. HRP&i'TSSILfciftlg 

It si £ thWr § - £ i3 i «3 * -5 o 

15 

20 13#M, 2000rpm) bTllf^&llfc. dOlfoit fc^HTtfC*? ^^JBHB&Kfitfr (A 

nca) (om&m £ fR&nwfr&tisrcmfc l fc. *# n t l t * n - >swti o a 
25 tfe-r*. 
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ETML, PBS(0.8% NaCl/0. 02% KCl/lOmM Na 2 HP0 4 /l. 5mM KH 2 P0 4 pH7.4)Tr#c 
fTT^o fd2^T, -y-^^K^llam^PBS-e 1 : lOlC^IRU t(D20u l£±fE7V 

FITCMfc^-y-^Jftfc MgG F(ab') 2 fei^:(SerotechaSS)^PBS-e 1 : 20t»fRL, 

7». PBSTgfe^f*. 8fci*ft, PBST1 : 9i:ttl^^'JtD-;raiL, 

&#35A4»* 24A#*ANCA£WLT^c(l^t£^te69% : &1#8B). 

teOjfcfi/^ — >t bX«f5tA J <if^pANCA(24A4 3 22A^pAN , CA, 2 A^i^l/ 
T-ANCA)-C$>o^(S 1 #HB). ^IB-Ta^ 3 ©j£t#No. 24*5^1*25© 2 A*<J* * 
l/X-ANCAT&ofc. 



** 




















m7- 






35 


24(59) 


22 


0 


2 


1/10-1/320 




10 


6(50) 


2 


4 


0 


1/10-1/40 


JEST 


39 


0(0) 











(^mm 2 ) anca^^-t sizft&tigo&tt 



^-^^t-'— *(MP0) (Elastin ProductsfigJ) 5 1± g/mh *r7°y>G 
(CaGMlNC BiochenicalttS!)5/£g/mL &&.Zfi7 9 h 7x U XLF) (SigmattM) 1 
0tfg/ml £11188 b. 967^©-7< Zu?^ ? — zfU— Mc-ttV^nsOtf 1/well, 50 
tf 1/wel 1^3ct^l00M 1/wellftAU 4tTl^ 3— w > tfl^tz, i—^^ 
i£H££P£^L, 5 %BSA('?->J&fjPlftL?tt)&'g-itrPBS(5 %BSA/PBS) £2JQ*_, 
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303frMKlB£-a:fc. 5*BSA/PBS«rP$^U t# £> *l 7c jfiiffi £ 5 % 

BSA/PBS^r/iH^TlOteK^fRU V< ^ d ^< ^ — 7' U— K tCiP*., ^it-e24R# 
MS^Sitfc. JEJSfc»E*Rfc*L^ 1 %BSA/PBS/0. 5%Tween20T 5 tU^Lfco #fc 
^XJUTJ U 7^X7^^- fcf (ALP)^stt^ixtfit h IgGtrE^Clmmunotech S.A. 
5 tt«)£5XBSA/PBST1000{&K:^RLTSlI*., £ffiT24Bf WKJftSltfc. J£J» 

1 %BSA/0. 5%Tween20/PBS-C5lEjfife#bfe. £fc#H&, p-xhD:7xX;U 
•J >1K^^M 5mg/ml)<£>10%^X^y — >i£Si£(:/X^ J — )VT 5. >50 
ml+a6S7k450nl)*:100tf 1J0*.» ^ST30#F^fgfe£-t?r7c«, fife^ 405nmCD©: 

10 dO^Sre, JaMP0Ja#«, ±«TtftmT#r. raJ£m^m#ftHHSfe*#24A 

ttT* & o 7c. to CO 1 2 A ItttfoT Z> mm £ ftfeT & Z. £ ttT # tz o 7c 

15 (^#|3) tpt»4 , S*«fflJfiKta#(AllCA)tC^rsmiROX^U-->y 

®#£i!&!L7c. 1 ^:t;U&7c 0 PBS 8 AtUC»^«:10 6 ffilf¥i»3-&. -tJ">y;U 
20 A'-y 77- (0. 2M Tris-HCl pH6.8/10% SDS/25% hx^ J — )W2S% 

# ij-feD— JU/0 .01% BPB)£2 jLi l*D^Tii:*,^105>^«^bT* ! i^f^<hb7c„ 
dCDiriM?§^^, SDS-^UT^ 'J^7 5 F$\H>£\BH»5*St*» (SDS-PAGE) £fr 
•pfe. fiffcKiliE^. -r^£lfn>K(Milliporea»i)lc h7>X77-U 

MSWIi^ft^n y 5 7c fen 5 * **A*;U£ig«E«:ijn;5LT 2 I^IWS^S 
25 i*7c. -ftilTj, &#jfiitf 320^ l^^uiiyy'A (Bio Process ing*±£!) (lOral^y K 
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IgG 20mg/ml <Dm&&mtz e _tS39&8[Ufc-r ^EhTa >mt 5 X KPT* 8 

— ii/fnn-Mt MgGSr[^(Kirkegaard & Perry Laboratories, INCttSg) 13#g/ml 

ECL^y M77ytAtt«)W3gJtSt. A>F£&ffl 

^2 



10 



20 



J|>#No. 


I IF 


MPO 


CaG 


LF 




^pt 1 □ I-X. 


1 


+ 
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+ 
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+ 




+ 
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S3 
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B#No. 


I IF 


MPO 


CaG 


LF 






21 
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+ 
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22 


+ 
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4- 
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23 
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Cneo^, tt»*«ttJiaK^(ANCA)©»'ttife#24A«t'IlA©jfiim t t'C, 
20 28/39. 5/44/47/50/58kDa(E>n> K0n**m*> tte^fSJaJS^fiE-TS d t**^, 
^fcZtlfco mz. 11A+7 AOifoill + fctt. 28kDa<OA>Htte-&-r-54bH*« 
#£^"•5 H LtfmmZtltz. d<D28kDa<Z>n> 7 A^ 5 AtefSf&JS^ 

W5. RgS&#8i#:&TANCA#tftffi $ ftfc*> o fc (ANCAIg'ttO) AJJI&S 
25 mitmfrZte. 28kDai*£^t"*^#^tB3n&j&>-3fc. £Ac, fcHBtLfc* 

p - >*pf j»#jiiL wm28kDa ^Mtete&tti s nufr -o 

25 



WO 98/02744 



PCT/JP97/01647 



#£et s ^ £ nfc (3. cDi i Att-r wa?m3tJt*j*-cANCAiyM±T* o 

fc). *fc35A^OiBlil&tt»flH4^»^jil#ti7 A#«EL, CCD 7 A4 3 6 A(CANC 
5 Ai^T^irC^^Ji7s^>yD^^^ >^-e^m$n, 6 A4>5 AtC28kDaCD 

•rt)CDT'*5 0 

(^5£0!l4) HL-60lffllfitZ8kDai3«fc^29kDataJBCA*#fiE"rs Z. £ <Dft& 
M#«ttSjfiim**O»»t'3»«©«IBIS-e**HL-60«Blfi«^. 5 %FCS£^flnL 
£RPMI1640JgHM.iS*U ^«S^J3fZffi«fc<7>^feT, $F+3*7-f -fe- h fcfpfiL 

tC^To dtU; B»*1fc*:»&JSl#a> £*#£n/i^#:®#<h^T£28kDaMC ' 
^ftT^C t^flEKStlfc- £CD28kDaCDn>Ffcmf;:AlV\*>F£L 
T^tii^n, 28kDalJiJm^jfi^LT29kDaCDiaJ^CD#^^$nfc 1 , 

(^»!)5) HL-BO^HS^^CDZSkDaiS^^gkDaJrimcDlSSJ 
^Jfiffil4T?fiiJS©#«E*q*K$nfcHL-60aBJ!a«t* 5 %FCS£«]LfcRPMI1640 
^ife-e^Lfc. 75cm 2 CD:7 5Xl3&fct3 1X10 5 fl!cD«j^2 x 10 6 f@CD!iifflB&<h& 
ofetd^-C, MCD^^2 . xio 8 fflt«c« > «k , 5tC3a^ffllUTJBBBa&IsIJKL 
fc 0 6MffiR^7 — >?>10ml£ijn*.*ag»U (S»ttMUSP600) & 1 

26 
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20 
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*T2f&K:#S5UfcgL 80,0OOXg, 30»JS'C^«tUT_hif SIsIiRUfc. 
«f&^^»3, OOO^T&^-T S«YM3 (75 3 >*t«) £S« Ufc7 5 3 >©fl.j* 
iSSCT^ 3 U PBS£in*.fca*£aiiS«:fTio. Hfc^-raWST* d £ 

5 tC<k 0M1femZ4m\(DVBSm%k£Ltz o dCDPBSjg*££80, OOOXg, 30^S^5MB 

lt«^i4b, ±ffl$rtUiRb^ 0 IsIi|XLfc±?*$:lri^ , aW-y->y^ 1 hU, H 
©^>7 ? ;i/^e>HPLCS:fflViT28kDai3 e fc^29kDa®^=g:^iliL/Co YMC-Ay i?7°D 
7-^ >RP*"^A<r7<XA">— a«) Sffit^. T-b h~ h U JUM^16%^ £48% © 
«S^lBBJCckOSeKS»tiiLfc. *6*£EI 3 Kl^T. El 3 ©No. 9 (Bfcr— 2?* 
10 HJiRU 3MSft*R«:fTofc. 8lCIISftiftUfc-y->^ , ;p*PBSJ3llJS*L. StWMC- 
/V^yn^-r >RP#^A£ffl^T, Til h~ h U;i/ajg24%^e>36%(7>r«^fi] 

^/c. tS*£BI4tC^T. No. 5^«t^o. 6CDtf— ^S@iRbat'L»»l6S£«l*fT 
•pfeo 3S^»iieK»Snfcit>^ , ;i/*SDS-PAGE-C*»L. ^ji** >~7*a .y 5V 
15 >ytC«fc»3PVDFK(7-7">^A4fc»)H^L. V S &ffll/>T»!fe£. 28kD 

a*3«km9kDa<DA>H«:«JOtfe#. [UiKLfc 0 «f«*tlS<Z>'5r >^p y^- f 
>^©3lS**BI 5 CwT. ^i&LTctflMOSDS-PAGE-lrte, 2S(7)^eK«^g|U 

20 »4 J i*<7)29kDatn:Jm^W*^^^fc8e). fcffiT#fct^£ £j&*#*.S>n<&. 

i5yiJ©«fe3tiz:fflv»fc. 75yKE5«oft3£Ji» A***fc«a>£g»jgeK— #;*|j6 

25 #W£«PPSQ-10S/*T-A£fflt,iTfTofc. 28kDa<D/\'> KttN-5feJK 

27 
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Gly Lys Gly Asp Pro Asn Lys Pro Arg Gly Lys Met Ser Ser Tyr Ala Phe Phe 
Val Gin Thr Xaa Arg Glu Glu His Lys Lys Lys His Pro Asp (IH5«J## 1 2) 

Gly Lys Gly Asp Pro Lys Lys Pro Arg Gly Lys Met Ser Ser Tyr Ala Phe Phe 
Val Gin Thr Xaa Arg Glu Glu His Lys Lys Lys His Pro Asp <i22RI## 1 3) 

mmm6T*'&znfrT $ ymmFnz^T*^ni;-Mffi&'rt-3rz 0 Aitschui, 

S.F. £>©BLAST:/o2^.MJ. Mol. Biol. 205. 403-410. 1982)£fflwr, i£fcn 

29kDa£D#EliG±y >tZ h >«SSHHMG-1 (Reeck. G. R. Nucleic Ac 
ids Res. 17. 1197-1214. 1989) £3275 /R*31iB;fr*— SfcLfc. STc, 28kDaGD 
ta^fiHMG-2 (Majumdar, A. £ Nucleic Acids Res. 19. 6643. 1991) £3275 7 
86 + 3 HH#— IfeLfc. MtrL^£ 5 b22#eo->X^'f >^|l]^T#^:^o^:o 

< >£%&&ru SDS-PAGE^«fcS»^a«:fe#ii:{3AnT28kDa*«ta{29kDataK 
tt» -en^nHMG- 2 , ^cfcZ>*HMG- 1 izfflfeZtlfzo 

(MMM 8 ) HMGjn/fUdcfc <5.m#triffc<E>©iKa£©& 

5^lt$JL^HMG-lfe^^LMG-2triM<ii$?^i^c^-r-t:- h£HSfc#l3 <hp] 
«fcl,TSDS-PAGE£fTVi. ^T-f^t'O^C^Lt. -^irt^chLT, HM 
GttlRBii4<D**^IIB^Jfe#J;J3«»[LyfcIgG(0. 024mg/ml) tO->MG-\/2^ 
^(0.5mg/ml>&] :2TS#b4r— «6Rrt?$1*-fe*if*:*f$*ffl^ife. §HJ£0iJ 3 £ 

tr©iRb^:iri^-e«, 28kDa*3 £ fct>'29kDa<7)>'X> h' £jf 4^tf)28kDaA> Ktiifi^ 

28 
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Lfc (0 6 ) „ Z.<DZ.£.&t> fc29kDa&£m8kDa©^/mte^n^nHMG-l:fe<fc tfHMG 
-2£#*.£>*l5o 

(HKs0!l 9 ) t hjftl»»ll»^e»OHMG-l*«tD^G-2Bi^©WK 

HMG-i*3«fct«fflG-2«fc: h-^^*^, ^^©waftiiaia^e.. wie©^©^^ 

oT«ffiCWKU»S. ^ttJ»J»ffi<«(13g)*«B«JM-CD. 30ml <D0. 075M NaCl/0. 
025M EDTA(pH7.5)»c:JH»$-fr^U h □ >#^y^<1f— (Polytrontt«)T*7jctt' 
2#MJIffl8&&teJ»Lfc: (speed 10)„ 4*C, 2,000x g . 30«"IHJ©3£'k#HtK:J: 0 ^ 

XOI^rlBJUl^). tfc»*30Bl©0.35M NaCl(pH7)tZJHi»$1*, tf^^-f If — £L 
a (speed 5, 1#) fc«fc «3 >? n ^^>K:*&^LfcHMG£i6Ai£t!:fc. :©iff^$ 
t>{Z2IeI^Ojgb90ml(7)^^ < hLfec 4*C. 2,000Xg, 305*fH]©&ifr#SH;: «fc 0 

^«j«ri»3cL, =f#t»nfe±tt^2% h u i7DDBiBfe«att U4t:Trii^waB«b 

HMG-lfe«krXHMG-2^®^»1±SaSI«:«tjRS-B:fe. ±tafSr^(4'C, 2000Xg, 
30#ffil) Jc«k «3 lEjiRb, 2-/M7"M^y OlMKfc&cfc 5 (C3bDx. 
fc. 30%7>^^7£rl.5 mlin^it^CTIl h>300m 1 £flQ^it#U 4'CT 3 
— &4MKLfc. 2t»UTfr^HMG-l*3j;tffllIG-2«:a^«ltw«t DIeIJKU 90% T 

PBS^O«fti»IB«:tT^iHMG-l*«ttXHMG-2ia^ibfc. C©HMG-1*5 <fctfHMG-2 

7). TlT^(D^^CDHMG-l^^D^HMG-2(fn^^±S2i)fe, »*1£*:j»&J& 

#©faf£<hS/£bfc(IH7) 0 «£t>T, HMG-l*5cfcOTlG-2«. iMH4*:lffl&JM© 

:7^lftlR&*HMG-l:feJ;tfIWG-2&M. Yoshida&cfctt'K. Shimura (J. Biochem. 

29 
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Tokyo, 95, 117-124, 1980), ;fe«fctfY. Adachi^O. Chromatogr, 530,' 39-46, 

'&t>tlfz2n-?3 L >nft&0. 35M NaCl(pH7)/lmM PMSFKHUfflb. Pot ter-Elvehje 
m PTFEtf^^-Tti-*— ■C*^t'TXL. 5,000xg, 20»IW3SiC^lt. ±**£IeJ 
5 JRbfc. ^(DJSfPS:2lsl»D5iUT, t#£>nfc_b«£r7g-g-b/io Z(D©^S:2% 

□ P m&mm tU #r fcti b T # *:HMG- 1 *5 <fc U?HMG- 2 £ ^ tT % ft £ LT@ 
JRbfc. j5t»&3nlO10BM Tris-HCl(pH7.8)»C»»b. & bifclW] bi&l«a£T 
Stei**3«£ OTZflHtb&Mono Q# ^ A (5x 50nmu 7 z;Vv->TM) IZiMf. &m 

<Z)it«ft«aE43iatcJ:0tfofc. B8»Cjgm©/^->«:^b£:. HKtfMS&tz cfc 

Hia*fl6a*«>£n. S bt3HMG-lili^Cf3:HMG-2. -?-LTHMG-2ia^HttHMG-l*SS 
15 AbT^fclr»£<tJ&*«E7&>«>Snfc(BI7). 

(HJfiflll 1) O^Z,?>-?ny7->( ><flZ&** UC«t#lfii«f^©taHMG-lfit 
flc* «fcl5JftHMG- 2 iri^tD^tH 

* >-HMG- 1 $3 ck UttMG- 2 «g^«ft <f03fc*fi!iS*t<fc O IR9E) fetrEIS <h b T ^ x. * 9 > 
20 y0 7f-f >^£rfrofc. r>->HMG-l (0. 5 /i g) 43 tfHMG- 2 (0. 5# g)g"&fcj£l*- 
> y ; W b7 7- (HJSFd 3 ) \Z mm U Iff J* (j£ o T SS&a&g&SDS-P AGE &fr -3 . 
SDS-PAGE*T8L PVDFKKIE^U UC«l#jfi». HRPS»git MgCirEttOflBTK 
f&Sit\ -ECLK:«fc91fctti£fTofc:. fiSJIISrgl 9 tC^bfc, £ 0>fc§* J; 0 , UC 

m^Mm^izummG- 1 ta^i^inraiG- 2 sn*:#*#ft-r 5 z ta^snfc. 

25 
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m^triHMG- 1 fnfcte&ZS&mG- 2 trifle ©tfetti 

ff^fco 7~?<DMG-1 (0. 5Aig)*5ct^^^^HMG-2 (0.5 (Jig) m& 7)1/^ 
v7T-(mmM3)\zmML. MCtoT^WSDS-PAGE^ffofc. SDS-PA 

5 GEnT'&. pvdf^(3^l, 2&iS)zmvk(D5A(Dmfe&Mm-&±mi&m^ikm. hr 

Piillt MgG^#<£>MHTrj5J&£tt\ ECLd ^Omtti&ftifc, t<Di&^ 5 A 

j^fiHMG-i^ctrmMG-ZT^^-^fcCgi i o)„ ^n^^^cto. gttetejt^it 

f'teinHMG- 1 trL^*5«tU:/X«JrLHMG- 2 ^#^#ft-r & dirt* 

10 5K$nfe„ 

1 3 ) EL I S Afe J; -i> JaHMG- 1 iritis «t ZJ^ftHMG- 2 
96^^;U©ELISAfflyi^— h (N'uncft§!{) (D&O zsl)V\Z 5 /z g/m 1 CD >»HMG- 1 & 
cfcC/HMG-2 $:50/x l-T-^^DL., 4 f C-C24-36B#^#ML^ e i&PJCDinHC^Bfc^ 
15 m.. 5 %BSA200m 12rjtlP^-30^W_b^SLya«^^r>^^fTO^:. 5 SSBSATMOfg 
& £ l^«:80fg^fR U/cS^Jflltt^50 jt/ I tin X. 2 ^F^^-e#« L 7c» 0. 05 %Tween 
/0.02%azide/PBS(&^)T5lElMM£, lOOOlg^ifRCOT;^ !J7tX77^- 
-tf^Lfc-^^Sit MgG(F(ab')2) (7t3 9 855?) £100u liD*., g|T2' 
H£MEJ&£"B:&. 8tei£iftT 5 08fci!M£, 0. 1 %CDp-ni trophenyl phosphate, dis 
20 odium(pNPP)(Sigraaa®})^ (10% ^x^y-;UTS>J§?g) 5:100m lilQA. 
T20-25#KJ&£-t*\ 405nm©®*fcK«:il!lJ£Lfc. 

gll 1 tcfiH4=3> ha-;i^co^*^^L^ 0 ;:©tfeMW>e>. <^>HMG- l & 
cfci^HMG- 2 £ffl^7cELISA*£f- «fc Di/tHMG- 1 K^itK/XttirCHMG- 2 ViWtm^ 

25 A(29.4X)*tHM4"T*i3, tt#A7. U (4/20A) KJt^W Jftl'ifiG^BBteats&jK Lfc. 
ft, iSA3>hD- ;U©mean + 3SD£JUb&|»1£i:Lfc. ?f S&'IfcMIffcS 
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mmm 1 4 ) elisa&^j; ^mm- 1 $ifo&&zfffimG- 2 fct#<D®j5£ 

:/^HMG-K ^HMG-2, t hHMG-l&itKt bHMG-2?g^£*iiJlltZffl t/>TELIS 
5 A£ff^fc„ 96^x;UCD-7^>-V-y7°l/-h(NuncaS)<7)#^a:;i/^6.25Aig/in 
lJ^IS^^Lfc^HMG- 1 fc^te^HMG-^ £50 jt* 1, £fcfc: h£>3§-&6.25 
At g/m 1 £ ^Pg^fR b 7tHMG- 1 *5 <£ DttMG-2 mWM^m £ 50 u 1 i» U 4"CT'2 
l-Zmffl&Wlsfc. J®m(Dtfim&ffi£;'&. 5%BSA200Ml£iD;t30#J£Lh^SL 

•yu 7+>^^fTofc. inHMG- 1 fo&&xu/y.\zmM£-2ttwmm&fefe.m-m 

10 'tt^fii^MJfam&^ifiimiLT, ^tl$:5%BSA^40fg^|RL^:t)(D£50M 1 
iP^. 2 NfrB^^trSteLfco 0. 05%Tween/0. 02%azide/PBS (?Sfc*£fi£) T? 5 lal#fc# 

\000fe%tm<DT U 7^X77^- if«Mlbfc-f ^fitfc MgG F(ab') 2 (lm 
raunotech S. A. tfcffiD £100^ liP*., SitT 2B3MSJt>$-&fc. ^Mt5@^ 

o. ho*7ji— >^(sigmaft^)j£fi£(io%>?x^y—;u7S> 

15 ^«t)«:100AtltpA.» SiaT20-25^SjS$-a-, 405nm<BK3fcK«:iBlJ£L'fc. HI 
2tC»'l43> hn— ;KOtfeS«S^Lfc. 3«©ELiSAfcfcffl*te#Wteie*&** 
t#b>n. £ ©tfeft»J&* 5 . :/^HMG- 1 (012-1). HMG-2 (HI12-2) 5 l^ta t hHM 
G-1J5 J:tXk hHMG-2?g^(EI12-3) S:fflHfcELISAteH«t O^EHMG- 1 St^i3«k^/ 

20 l.0t«:55ug/BloaiiS©*)©*fflV>ntfJ:t»ilt^. *g S ft 

(^Sg^J 1 5 ) Aimw*3tt5tfiHMG- 1 trC#&t>'in]HMG- 2 &vffctf>i|iJ5£ 
£©ELI5A3&£fflV>TAIHJSL#. BMJJHfciM, CMJfr&£#(Bffifls£il85£l,&. 
— 7j, 3>hn — ;PtUTttf&A33A©Jtai*«:fflV>fc. LT^^WHMG-1 
25 ROtiMG-2£-?-n^ft, 5^g/nI<Diiflreffl^fc. ££:Jfil?i£:LT, ^ipJfil?f £40 

L fz t> CD £ iffljg b . ttttpjfo J* © ©3t £ 3nIIC £ jbn A I, > ^ > ^ 
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+2 s.d.^5i^ifttLfc, 
*4»Cttm35«JR^3Sil*»J<7>IBItt*£^Ufc. AIHT86% Cmfft0kX2 

M^irLteB§£^cfc 0 ofc. £ <D ZL t. cfc D AIH £ C SlffF&Tftetfr&atl* J: 0 & 



(%) 



20 





n 


HMG-1 


HMG-2 


HMG-1 + HMG-2 




29 


23 (79) 


24 (83) 


25 (86) 




26 


2 ( 8) 


2 ( 8) 


3 (12) 




30 


8 (27) 


7 (23) 


8 (27) 


fitSTA 


31 


0 ( 0) 


0 (0) 


0 (0) 



(Mtfcm 1 6 ) &1&&iZ&tfZ>tfmG- 1 Jfi#*5 .fcrflftHMG- 2 &ifc<D®\M 
X47A. ->oi-^U>-(m^l2A. ^— h#|32A, #fg£fef55ifc/j£Jtjl15ifcl 
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5 A, fefcmoA. KfgttB&itfflfffl^lA, E«««J#§8JfiLe&/*Sflfftt^fS1£ 
«iM^19A, mm&±m0i52A. &<fcZ>'^P->#n5AT&^ 0 =J>hD 

^^®aA©mean+2 s. d. £jg*_<£>fii£&§14£ Lfc 
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IS, ^HMG-lKfc«1W«>:5"rt*Ei < (3c 5 ) , HMG-1 <73^*«fitJR14^3ilV» - ttftlfr 
tafc. i^=l3->x — yU>^f^T«HMG-1^66.7%{3^LTHMG-2^16.7%<»i, JE 

^«fc^«*tt^C»lfe**e*A t JtRTS tJffittWKWfctezS&^bfc. tfiHMG-2 
10 tft^»tta#tt»t**^HMG-ltft#:»tt-X?&ofcA*. JfEHMG-2tfE#BittT»iHMG-l 

5 7c £> K \t , MtrXfa «r*Ji£T ^ n S . 

^HMG-im^<h$T:HMG-2m^l^'tt^»0Afc^^-rii, I§i5B14flIitttIFFi££. UH4 

^^TM^nti^^. sfc. &&m+ mm^mm. ?n->m. mum. 
icoiiTtt^o«k5^KViiitt*&^rttM^GinJK*s«a«)TT»s. mm 

tt*&*-TlftJSCT*«*<. HMG«^ntZ^:<*fetJm-efe?)= *Kfgl§m::i3V>TJnHMG 

25 GKl!5UiBtt2|&<i:it«Ebfc<X5). l0^B<75|*g 7 £*#K&iJtfW»tt4S£[W7&>-t 
nJEA±Ofil^Ufc. HMG-l*5J:^HMG-2©S!l^tt, TRte^LfttrXfemz 
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10 U^fzo ZZIZ, HMG- 1 *3J:miMG-2 &m^tz.m$KWAznT Z>tfi\£&®\7£-? Z>?5 
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1 

BH^J©^$ : 214 
m&}<D%?Wl : HMG-l 

Gly Lys Gly Asp Pro Lys Lys Pro Arg Gly Lys Met Ser Ser Tyr Ala Phe Phe 
10 5 10 15 

Val Gin Thr Cys Arg Glu Glu His Lys Lys Lys His Pro Asp Ala Ser Val Asn 

20 25 30 35 

Phe Ser Glu Phe Ser Lys Lys Cys Ser Glu Arg Trp Lys Thr Met Ser Ala Lys 
40 45 50 

15 Glu Lys Gly Lys Phe Glu Asp Met Ala Lys Ala Asp Lys Ala Arg Tyr Glu Arg 
55 60 65 70 

Glu Met Lys Thr Tyr He Pro Pro Lys Gly Glu Thr Lys Lys Lys Phe Lys Asp 
75 80 85 90 

Pro Asn Ala Pro Lys Arg Pro Pro Ser Ala Phe Phe Leu Phe Cys Ser Glu Tyr 
20 95 100 105 

Arg Pro Lys lie Lys Gly Glu His Pro Gly Leu Ser He Gly Asp Val Ala Lys 

HO 115 120 125 

Lys Leu Gly Glu Met Trp Asn Asn Thr Ala Ala Asp Asp Lys Gin Pro Tyr Glu 
130 135 140 

25 Lys Lys Ala Ala Lys Leu Lys Glu Lys Tyr Glu Lys Asp He Ala Ala Tyr Arg 
145 150 155 160 
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Ala Lys Gly Lys Pro Asp Ala Ala Lys Lys Gly Val Val Lys Ala Glu Lys Ser 

165 170 175 180 

Lys Lys Lys Lys Glu Glu Glu Glu Asp Glu Glu Asp Glu Glu Asp Glu Glu Glu 
185 190 195 

5 Glu Glu Asp Glu Glu Asp Glu Asp Glu Glu Glu Asp Asp Asp Asp Glu 
200 205 210 

&?>J## : 2 
mPKDMZ : 208 
10 mm<DM : 

m&Homm : \* ■ 

I3?iJ©»» : HMG-2 

15 Gly Lys Gly Asp Pro Asn Lys Pro Arg Gly Lys Met Ser Ser Tyr Ala Phe Phe 

5 10 15 

Val Gin Thr Cys Arg Glu Glu His Lys Lys Lys His Pro Asp Ser Ser Val Asn 

20 25 30 35 

Phe Ala Glu Phe Ser Lys Lys Cys Ser Glu Arg Trp Lys Thr Met Ser Ala Lys 
20 40 45 50 

Glu Lys Ser Lys Phe Glu Asp Mel Ala Lys Ser Asp Lys Ala Arg Tyr Asp Arg 

55 60 65 70 

Glu Met Lys Asn Tyr Val Pro Pro Lys Gly Asp Lys Lys Gly Lys Lys Lys Asp 
75 80 85 90 

25 Pro Asn Ala Pro Lys Arg Pro Pro Ser Ala Phe Phe Leu Phe Cys Ser Glu His 

95 100 105 

39 



WO 98/02744 



PCT/JP97/01647 



Arg Pro Lys He Lys Ser GIu His Pro 

110 115 
Lys Leu Gly Glu Met Trp Ser Glu Gin 
130 135 
Gin Lys Ala Ala Lys Leu Lys Glu Lys 
145 150 
Ala Lys Gly Lys Ser Glu Ala Gly Lys 

165 170 
Lys Lys Lys Asn Glu Pro Glu Asp Glu 
185 

Asp Glu Glu Glu Glu Asp Glu Asp Glu 
200 205 



Gly Leu Ser He Gly Asp Thr Ala Lys 

120 125 
Ser Ala Lys Asp Lys Gin Pro Tyr Glu 
140 

Tyr Glu Lys Asp He Ala Ala Tyr Arg 

155 160 
Lys Gly Pro Gly Arg Pro Thr Gly Ser 
175 180 
Glu Glu Glu Glu Glu Glu Glu Asp Glu 
190 195 
Glu 



mzm^ 3 

E?U©S£ : 214 
IB?iJ<£>4flfc : HMG-l 

Gly Lys Gly Asp Pro Lys Lys Pro Arg Gly Lys Met Ser Ser Tyr Ala Phe Phe 

5 10 15 

Val Gin Thr Cys Arg Glu Glu His Lys Lys Lys His Pro Asp Ala Ser Val Asn 

20 25 30 35 

Phe Ser Glu Phe Ser Lys Lys Cys Ser Glu Arg Trp Lys Thr Met Ser Ala Lys 
40 45 50 
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Glu Lys Gly Lys Phe Glu Asp Met Ala Lys Ala Asp Lys Ala Arg Tyr Glu Arg 

55 60 65 70 

Glu Met Lys Thr Tyr He Pro Pro Lys Gly Glu Thr Lys Lys Lys Phe Lys Asp 
75 80 85 90 

5 Pro Asn Ala Pro Lys Arg Pro Pro Ser Ala Phe Phe Leu Phe Cys Ser Glu Tyr 

95 100 105 

Arg Pro Lys lie Lys Gly Glu His Pro Gly Leu Ser He Gly Asp Val Ala Lys 

HO 115 120 125 

Lys Leu Gly Glu Met Trp Asn Asn Thr Ala Ala Asp Asp Lys Gin Pro Tyr Glu 
10 130 135 140 

Lys Lys Ala Ala Lys Leu Lys Glu Lys Tyr Glu Lys Asp He Ala Ala Tyr Arg 
145 150 155 160 

Ala Lys Gly Lys Pro Asp Ala Ala Lys Lys Gly Val Val Lys Ala Glu Lys Ser 
165 170 175 180 

15 Lys Lys Lys Lys Glu Glu Glu Glu Asp Glu Glu Asp Glu Glu Asp Glu Glu Glu 

185 190 195 

Glu Glu Asp Glu Glu Asp Glu Glu Glu Glu Glu Asp Asp Asp Asp Glu 
200 205 210 

20 SE^iJfHt : 4 

SB?iJ<£>^£ : 214 

ffi^JO^IK : HMG-1 

25 mm. : 
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10 



15 



20 



25 



Gly Lys Gly Asp Pro Lys Lys Pro Arg Gly Lys Met Ser Ser Tyr Ala Phe Phe 

5 10 15 

Val Gin Thr Cys Arg Glu Glu His Lys Lys Lys His Pro Asp Ala Ser Val Asn 

20 25 30 35 

Phe Ser Glu Phe Ser Lys Lys Cys Ser Glu Arg Trp Lys Thr Met Ser Ala Lys 

40 45 50 

Glu Lys Gly Lys Phe Glu Asp Met Ala Lys Ala Asp Lys Ala Arg Tyr Glu Arg 

55 60 65 70 

Glu Met Lys Thr Tyr He Pro Pro Lys Gly Glu Thr Lys Lys Lys Phe Lys Asp 
75 80 85 90 

Pro Asn Ala Pro Lys Arg Pro Pro Ser Ala Phe Phe Leu Phe Cys Ser Glu Tyr 

95 100 105 

Arg Pro Lys He Lys Gly Glu His Pro Gly Leu Ser He Gly Asp Val Ala Lys 

110 115 120 125 

Lys Leu Gly Glu Met Trp Asn Asn Thr Ala Ala Asp Asp Lys His Pro Tyr Glu 

130 135 140 

Lys Lys Ala Ala Lys Leu Lys Glu Lys Tyr Glu Lys Asp He Ala Ala Tyr Arg 
H5 150 155 160 

Ala Lys Gly Lys Pro Asp Ala Ala Lys Lys Gly Val Val Lys Ala Glu Lys Ser 
165 170 175 180 

Lys Lys Lys Lys Glu Glu Glu Glu Asp Glu Glu Asp Glu Glu Asp Glu Glu Glu 

185 190 195 

Glu Glu Asp Glu Glu Asp Glu Glu Glu Glu Glu Asp Asp Asp Asp Glu 
200 205 210 

ie^J#^ : 5 
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IS^IJCD^^ : 214 

W.M<DW$L : HMG-1 
5 jgfi : 7 v h 

Gly Lys Gly Asp Pro Lys Lys Pro Arg Gly Lys Met Ser Ser Tyr Ala Phe Phe 

5 10 15 

Val Gin Thr Cys Arg Glu Glu His Lys Lys Lys His Pro Asp Ala Ser Val Asn 
10 20 25 30 35 

Phe Ser Glu Phe Ser Lys Lys Cys Ser Glu Arg Trp Lys Thr Met Ser Ala Lys 

40 45 50 

Glu Lys Gly Lys Phe Glu Asp Met Ala Lys Ala Asp Lys Ala Arg Tyr Glu Arg 
55 60 65 70 

15 Glu Met Lys Thr Tyr He Pro Pro Lys Gly Glu Thr Lys Lys Lys Phe Lys Asp 
75 80 85 90 

Pro Asn Ala Pro Lys Arg Pro Pro Ser Ala Phe Phe Leu Phe Cys Ser Glu Tyr 

95 100 105 

Arg Pro Lys He Lys Gly Glu His Pro Gly Leu Ser He Gly Asp Val Ala Lys 
20 110 115 120 125 

Lys Leu Gly Glu Met Trp Asn Asn Thr Ala Ala Asp Asp Lys His Pro Tyr Glu 

130 135 140 

Lys Lys Ala Ala Lys Leu Lys Glu Lys Tyr Glu Lys Asp He Ala Ala Tyr Arg 
145 150 155 160 

25 Ala Lys Gly Lys Pro Asp Ala Ala Lys Lys Gly Val Val Lys Ala Glu Lys Ser 
165 170 175 180 

43 



WO 98/02744 



PCT/JP97/01647 



Lys Lys Lys Lys Glu Glu Glu Asp Asp Glu GIu Asp Glu Glu Asp Glu Glu Glu 

185 190 195 

Glu Glu Glu Glu Glu Asp Glu Glu Glu Glu Glu Asp Asp Asp Asp Glu 
200 205 210 

5 

@E^J#-5f 6 
E?'J«gS : 209 

io mm(D^m : hmg-2 

: 

Gly Lys Gly Asp Pro Asn Lys Pro Arg Gly Lys Met Ser Ser Tyr Ala Phe Phe 

5 10 15 

15 Val Gin Thr Cys Arg Glu Glu His Lys Lys Lys His Pro Asp Ser Ser Val Asn 
20 25 30 35 

Phe Ala Glu Pbe Ser Lys Lys Cys Ser Glu Arg Trp Lys Thr Met Ser Ala Lys 

40 45 50 

Glu Lys Ser Lys Phe Glu Asp Met Ala Lys Ser Asp Lys Ala Arg Tyr Asp Arg 
20 55 60 65 70 

Glu Met Lys Asn Tyr Val Pro Pro Lys Gly Asp Lys Lys Gly Lys Lys Lys Asp 
75 80 85 90 

Pro Asn Ala Pro Lys Arg Pro Pro Ser Ala Phe Phe Leu Phe Cys Ser Glu His 

95 100 105 

Arg Pro Lys lie Lys Ser Glu His Pro Gly Leu Ser He Gly Asp Thr Ala Lys 
110 H5 120 125 
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Lys Leu Gly Glu Met Trp Ser Glu Gin Ser Ala Lys Asp Lys Gin Pro Tyr Glu 

130 135 140 

Gin Lys Ala Ala Lys Leu Lys Glu Lys Tyr Glu Lys Asp He Ala Ala Tyr Arg 
145 150 155 160 

Ala Lys Gly Lys Gly Glu Ala Gly Lys Lys Gly Pro Gly Arg Pro Thr Gly Ser 
165 170 175 180 

Lys Lys Lys Asn Glu Pro Glu Asp Glu Glu Glu Glu Glu Glu Glu Glu Glu Asp 

185 190 195 

Glu Asp Glu Glu Glu Glu Asp Glu Asp Glu Glu 
200 205 

S5^iJ#^- : 7 
W.m<D&-& : 186 

&m<Dmm. ^-/^ k 

Gly Lys Gly Asp Pro Asn Lys Pro Arg Gly Lys Met Ser Ser Tyr Ala Phe Phe 

5 10 15 

Val Gin Thr Ser Arg Glu Glu His Lys Lys Lys His Pro Asp Ala Ser Val Asn 

20 25 30 35 

Phe Ser Glu/Arg Trp Lys Thr Met Ser Ala Lys Glu Lys Ser Lys Phe Glu Asp 

40 45 50 

Met Ala Lys Ser Asp Lys Ala Arg Tyr Asp Arg Glu Met Lys Asn Tyr Val Pro 
55 60 65 70 
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Pro Lys Gly Asp Lys Lys Gly Lys Lys Lys Asp Pro Asn Ala Pro Lys Arg Pro 
75 80 85 90 

Pro Ser Ala Phe Phe Leu Phe Ser Ala Glu His Arg Pro Lys He Lys Ala Glu 

95 100 105 

5 His Pro Gly Leu Ser He Gly Asp Thr Ala Lys Lys Leu Gly Glu Met Trp Ser 
HO 115 120 125 

Gin Gin Ser Ala Lys Asp Lys Gin Pro Tyr Glu Gin Lys Ala Ser Lys Leu Lys 

130 135 HO 

Glu Lys Tyr Glu Lys Xaa Ala Ala Tyr Arg Ala Lys Gly Lys Ser Glu Ala Gly 
10 145 150 155 160 

Lys Lys Gly Pro Gly Arg Pro Thr Gly Ser Lys Lys Lys Asn Glu Pro Glu Asp 
165 170 175 180 

Glu Glu Glu Glu Glu Glu 
185 

15 

IE3?|J#-S§- : 8 
IB?!)cD§£ : 209 

20 mmo&m. hmg-2 

Gly Lys Gly Asp Pro Asn Lys Pro Arg Gly Lys Met Ser Ser Tyr Ala Phe Phe 

5 10 15 

25 Val Gin Thr Cys Arg Glu Glu His Lys Lys Lys His Pro Asp Ser Ser Val Asn 
20 25 30 35 
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Phe Ala Glu Phe Ser Lys Lys Cys Ser Glu Arg Trp Lys Thr Met SerAla Lys 

40 45 50 

Glu Lys Ser Lys Phe Glu Asp Met Ala Lys Ser Asp Lys Ala Arg Tyr Asp Arg 
55 60 65 70 

5 Glu Met Lys Asn Tyr Val Pro Pro Lys Gly Asp Lys Lys Gly Lys Lys Lys Asp 
75 80 85 90 

Pro Asn Ala Pro Lys Arg Pro Pro Ser Ala Phe Phe Leu Phe Cys Ser Glu His 

?5 100 105 

Arg Pro Lys He Lys Ser Glu His Pro Gly Leu Ser He Gly Asp Thr Ala Lys 
10 110 115 120 125 

Lys Leu Gly Glu Met Trp Ser Glu Gin Ser Ala Lys Asp Lys Gin Pro Tyr Glu 

130 135 HO 

Gin Lys Ala Ala Lys Leu Lys Glu Lys Tyr Glu Lys Asp He Ala Ala Tyr Arg 
145 150 155 160 

15 Ala Lys Gly Lys Ser Glu Val Gly Lys Lys Gly Pro Gly Arg Pro Thr Gly Ser 
165 170 175 180 

Lys Lys Lys Asn Glu Pro Glu Asp Glu Glu Glu Glu Glu Glu Glu Glu Asp Asp 

185 190 195 

Glu Asp Glu Glu Glu Glu Asp Glu Asp Glu Glu 
20 200 205 

gH?U#-S§- : 9 
B2?'J£>:5£ : 206 
Alcorn : 

25 umomm : ^-/t- K 

i2?i|£>$#ifc : HMG-2 
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5 : 



Gly Lys Gly Asp Pro Asn Lys Pro Arg Gly Lys Met Ser Ser Tyr Ala Tyr Phe 

5 10 15 

5 Val Gin Thr Cys Pro Arg Glu His Lys Lys Lys His Pro Asp Ser Ser Val Asn 
20 25 30 35 

Phe Ala Glu Phe Ser Arg Lys Cys Ser Glu Arg Trp Lys Thr Met Ser Ser Lys 

40 45 50 

Glu Lys Gly Lys Phe Glu Glu Met Ala Lys Gly Asp Lys Ala Arg Tyr Asp Arg 
10 55 60 65 70 

Glu Met Lys Asn Tyr Val Pro Pro Lys Gly Glu Lys Lys Gly Lys Lys Lys Asp 
75 80 85 90 

Pro Asn Ala Pro Lys Arg Pro Pro Ser Ala Phe Phe Leu Phe Cys Ser Glu His 

95 100 105 

15 Arg Pro Lys He Lys Asn Asp His Pro Gly Leu Ser He Gly Asp Thr Ala Lys 
HO 115 120 125 

Lys Leu Gly Glu Met Trp Ser Glu Gin Ser Ala Lys Asp Lys Gin Pro Tyr Glu 

130 135 140 

Gin Lys Ala Ala Lys Leu Lys Glu Lys Tyr Glu Lys Asp He Ala Ala Tyr Arg 
20 145 150 155 160 

Ala Lys Ser Lys Ser Asp Ala Gly Lys Lys Gly Pro Gly Arg Pro Ala Gly Ser 
165 170 175 180 

Lys Lys Lys Ala Glu Pro Glu Glu Glu Glu Glu Glu Glu Glu Asp Glu Glu Glu 
185 190 195 

25 Glu Glu Glu Glu Glu Asp Glu Glu 
200 205 
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@2?|J## 1 0 
IE?!J<£>:^£ : 201 

E?!I<Z)*HR : HMG-2a 

: 

Ala Lys Gly Asp Pro Lys Lys Pro Lys Gly Lys Met Ser Ala Tyr Ala Phe Phe 

5 10 is 

Val Gin Thr Cys Arg Glu Glu His Lys Lys Lys Asn Pro Glu Val Pro Val Asn 

20 25 30 35 

Phe Ala Glu Phe Ser Lys Lys Cys Ser Glu Arg Trp Lys Thr Met Ser Ser Lys 

40 45 50 

Glu Lys Ala Lys Phe Asp Glu Met Ala Lys Ala Asp Lys Val Arg Tyr Asp Arg 

55 60 65 70 

Glu Met Lys Asp Tyr Gly Pro Ala Lys Gly Gly Lys Lys Lys Lys Asp Pro Asn 
75 80 85 90 

Ala Pro Lys Arg Pro Pro Ser Gly Phe Phe Leu Phe Cys Ser Glu Phe Arg Pro 

95 100 105 

Lys He Lys Ser Thr Asn Pro Gly He Ser lie Gly Asp Val Ala Lys Lys Leu 

110 115 120 125 

Gly Glu Met Trp Asn Asn Leu Ser Asp Gly Glu Lys Gin Pro Tyr Asn Asn Lys 

130 135 ho 

Ala Ala Lys Leu Lys Glu Lys Tyr Glu Lys Asp Val Ala Asp Tyr Lys Ser Lys 
145 150 155 160 

Gly Lys Phe Asp Gly Ala Lys Gly Ala Ala Thr Lys Ala Ala Arg Lys Lys Val 
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165 170 175 180 

Glu Glu Glu Asp Glu Glu Glu Glu Glu Asp Glu Glu Glu Glu Asp Glu Asp Asp 
185 190 195 

Asp Asp Glu 
200 

IB^J#-^ 1 1 
@B?iJtf>S£ : 208 

: V^7X 
WZ&KDmm. : HMG-2 
Gly Lys Gly Asp Pro He Lys 

5 

Val Gin Thr Cys Arg Glu Glu 
20 25 
Phe Ala Glu He Ser Lys Lys 
40 

Glu Asn Ser Lys Phe Glu Asp 

55 60 
Glu Met Lys Asn Tyr Val Ser 
75 

Pro Asn Ala Pro Lys Arg Pro 

95 

Arg Pro Lys He Lys He Glu 
HO 115 

50 



Pro Leu Gly Lys Met 
10 

His Lys Lys Lys His 
30 

Cys Ser Lys Arg Trp 
45 

Leu Ala Lys Ser Asp 
65 

Pro Lys Gly Asp Lys 
80 

Pro Ser Ala Phe Cys 
100 

Tyr Pro Gly Leu Ser 
120 



Ser Ser Tyr Ala Phe Phe 
15 

Pro Asn Ser Ser Val Asn 
35 

Lys Thr Met Ser Ala Lys 
50 

Lys Ala Cys Tyr Tyr Arg 
70 

Lys Gly Lys Lys Lys Asp 
85 90 
Leu Phe Cys Ser Glu Asn 
105 

He Gly Asp Thr Ala Lys 
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Lys Leu Gly Glu Met Trp Ser Glu Gin Ser Ala Lys Glu Lys Gin Pro Tyr Glu 

130 135 140 

Gin Lys Ala Ala Lys Leu Lys Glu Lys Tyr Glu Lys Asp Phe Ala Ala Tyr Arg 
145 150 155 160 

Val Lys Gly Lys Ser Glu Ala Gly Lys Lys Gly Pro Gly Arg Pro Ala Gly Ser 
165 170 175 180 

Lys Lys Lys Asn Asp Ser Glu Asp Glu Glu Glu Glu Glu Glu Glu Glu Glu Glu 

185 190 195 

Asp Glu Glu Gly Glu Glu Glu Asp Glu Glu 
200 205 

%wm^ 1 2 

: 32 

mm. 

-fe;i^-r > *pnm<Dfmm&i(Mcc ccl-240) 

Gly Lys Gly Asp Pro Asn Lys Pro Arg Gly Lys Met Ser Ser Tyr Ala Phe Phe 

5 10 J5 

Val Gin Thr Xaa Arg Glu Glu His Lys Lys Lys His Pro Asp 
20 25 30 
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gS?iJ#-s§- 1 3 
@H*>J£>:S£ : 32 

5 : -sT^K 

-y^V^y hm : 29KDaN5fc$^^*> h 

-fe;U-7-f > : fiF^S^^O^BfiS^(ATCC CCL-240) 
10 SB^IJCD^ 

SS^J^^bfe^ri : E 
Gly Lys Gly Asp Pro Lys Lys Pro Arg Gly Lys Met Ser Ser Tyr Ala Phe Phe 

5 10 15 

Val Gin Thr Xaa Arg Glu Glu His Lys Lys Lys His Pro Asp 
15 20 25 30 
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L»5»rJta><J>&< tfc-astft5, geM^lOiii : 
2. flJBgBSfcKglAa*, ±MxUf7l — 5^7.. 

(75HMG-isfcjiHMG-2^6>a«sns, st^gi i Ktem^inrmo 

4. U— ;6^6.a«n**U^^H, HMG-2!7 r S U &3!fcMa 
h : 

5. MKgefMfc£J£L*<, IftteMfflS'J^T^ i^iUf^l — ^x, vx 

6. Btil3*U^^H^, th, "7*. ^*>, Ttf^Sfcte^'j/ h© 

u e>ii«*n-s># »j h\ hmg-27 75U — a> biSte'n^ u k . 

53 



WO 98/02744 



PCT/JP97/01647 



& : 



54 



WO 98/02744 



PCT/JP97/01647 



No. 1 4 6 1721 123 

106 



80 



. 49 

n 

•* 3 2. 5 

| 27.5 



1 8. 5 
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MW (kDa) 

10 6.. — 

80 — 

4 9 — 

3 2. 5 — 

2 7. 5 — 

1 8. 5 — 



HL-6 0 




m 2 



2/15 



THIS PM»E BLANK iwfto) 



WO 98/02744 



PCT/JP97/01647 




l S 1*6 Z*B 3*5 5*5 

> 

»JB*# : YMC-ProteinRP.250X4. 6mmID. 

ffi. a : 1.5ml/5> 

fS * : A :0. iKTFA. B : 80XCH,CN/0. 1SSTFA 

20XB — 60SSB /40min 
tfc & : 2 14nm 
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1. 50 



E 
c 

^5* 



0. 75- 




*§titl3fe# i3 5 A : YSiC-ProteinRP, 250X4. 6mmID. 5^o 
k S : 1. 5ml/# 

m til : A:0. 155TF.U B : 80XCH,CN/0. 1XTFA 

30XB— 45SB /30min 
& i±J : 214nm 
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1 2 3 




1 h 
3 «fa229kDafitflg 



12 3 4 




2 1 T- 1 ;^ia(*€ ? ->HMG-1 . 
HMG-2T'i!RJK 

3 HL-60<tijmSSIU^HMG-1 
fc«fctfHMG-2 

4 3-C2©ja«^7-p>t 



29kDa 
28kDa 



5/15 



THIS PAGE BLANK (uspto) 



WO 98/02744 



PCT/JP97/01647 




t hHMG-1 . HMG-2 
0->HMG-1. HMG-2 



HI 7 
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a C 1 igj£ (M) 
0. 8 



Time (m in) 



m 8 
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17 2 1 



tt#A 

1 2 3 



HMG-1 _^ 
HMG-2 -~> 



m 9 
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II 0 
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1 0 



E 
o 



1. 0 



0. 1 



Is 



0. 0 1 



0. 1 



1. 0 



1 0 



(HMG-l + HMG-2) ^g/ml 
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Normal COmean + 2 s.d. 




Normal RA SLE SjS Bechet SSc PM/DM PBC MPN/PN UC CD 
n=33 n=50 n=47 n=12 n=32 n=20 n=15 n=41 n =19 n=62 n=15 
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Normal CDmean + 2s.d. 



: • - ... ' 



Normal RA SLE SjS Bechet SSc PM/DM PBCMPN/PM UC CD 
n=33 n=50 n=47 n=12 n=32 n=20 n=15 n=41 n=19 n=62 n=15 
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79 


1 




1 




1 


t b 


51 


79 


51 




51 




51 


t h 


101 


-79 


101 




101 


y -y h 


101 


■ — i 


1 C 1 

151 


79 


151 




151 




151 




201 



lllllllllllll 



1 1 1 1 

SKKCSERWKT 50 

51 MSAKEKGKFEDMAKADKARYEREMKTYIPPKGETKKKFKDPNAPKRPPSA 100 

II I ! Mill Mill MIIMI 

scaryeremktyippkgetkkk: 

II I MMIIIIIIIIIII II I 



1 1 1 1 



linn 

LS I GDYAKKLGEMWNNTAADDKHP YEKKAAKL 

LSIGDVAKKLGEMWNNTAA1 

I 



151 kekyekdiaayrakgkpdaakkgyvkaekskkkkeeeedeedeedeeeee 200 

3D1 
II 



II 



79 201 DEEDEEEEEDDDDE 214 
^ 201 DEEDEEEEEDDDDE 214 
7^ J* 201 EEEDEDEEEDDDDE 214 



15 kK y'9. ^7 i/'J&jSzr v hHMG-1 ©757 SalS^J^ittSte 
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t h 1 GKGDPNKPRGKMSSYAFFVQTCREEHKKKHPDSSVNFAEFSKKCSERWKT 50 

MIMIII Mlllllll IIMIMIMIIIIMIilllllllllll MM 
79 1 GKGDPNKPRGKMSSYAFFVQTCREEHKKKHPDSSVNFAEFSKKCSERWKT 50 



Vis 1 GKGDPNKPRGKMSSYAFFVQTSREEHKKKHPDASVNF — S ERWKT 50 

I M I M 1 1 1 1 1 1 1 M 1 1 1 1 M 1 1 1 -1 1 1 1 M M 1 1 1 M M 1 1 1 1 1 1 1 i M I 

^ v Y 1 GKGDPNKPRGKMSSYAFFVQTCREEHKKKHPDSSVNFAEFSKKCSERWKT 50 

t h 51 MSAKEKSKFEDMAKSDKARYDREMKNYVPPKGDKKGKKKDPNAPKRPPSA 100 



79 51 MSAKEKSKFEDMAKSDKARYDREMKNYVPPKGDKKGKKKDPNAPKRPPSA 100 
1 1 1 ! 1 1 1 1 1 ! 1 1 1 1 1 1 1 1 i I [ 1 1 1 f 1 1 1 1 1 1 ! 1 1 1 1 i 1 1 1 E 1 1 1 1 1 1 1 M 

Vis 51 MSAKEKSKFEDMAKSDKARYDREMKNYVPPKGDKKGKKKDPNAPKRPPSA 100 
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 f 1 1 1 1 1 E 1 1 1 1 1 f 1 1 f 1 1 1 1 1 1 1 1 1 1 

51 MSAKEKSKFEDLAKSDKARYDREMKNYVPPKGDKKGKKKDPNAPKRPPSA 100 

^ 101 FFLFCSEHRPK I KSEHPGLS I GDTAKKLGEMWSEQSAKDKQPYEQKAAKL 150 

79 101 FFLFCSEHRPK I KSEHPGLS I GDTAKKLGEMWSEQSAKDKQPYEQKAAKL 150 



Vis 101 FFLFSAEHRPK I KAEHPGLS I GDTAKKLGEMWSQQSAKDKQPYEQKASKL 150 

! 1 1 1 ! 1 1 1 1 1 1 1 1 1 1 II 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 ! I M 1 1 1 1 1 1 1 1 1 M 1 1 1 
=7vY 101 FFLFCSEHRPKI KSEHPGLS I GDTAKKLGEMWSEQSAKDKQPYEQKAAKL 150 

t f 151 KEKYEKDIAAYRAKGKSEAGKKGPGRPTGSKKKNEPEDEEEEEEEE-DED 199 
1111111111111111 Mlllllllllllllllllllllllllll III 

7 9 151 KEKYEKDIAAYRAKGKGEAGKKGPGRPTGSKKKNEPEDEEEEEEEEEDED 200 
IIMIII M M MM M M M MMMMMMMMM MM 

Vis 151 KEKYEKX-AAYRAKGKSEAGKKGPGRPTGSKKKNEPEDEEEEEE 200 



7?l" 151 KEKYEKDIAAYRAKGKSEVGKKGPGRPTGSKKKNEPEDEEEEEEEEDDED 200 

t h 200 EEEEDEDEE 208 

79 201 EEEEDEDEE 209 

Vis 201 

7yf 201 EEEEDEDEE 209 
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I. Basis of the report 


I . This report has been drawn on the basis of (Replacement sheets which have been furnished to the receiving Office in response to an invitation 
under Article 14 are referred to in this report as "originally filed" and are not annexed to the report since they do not contain amendments ): 


| | tne international application as originally mcu. 






K/\ the description, oaees ioaj^oz 
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oaees ' ^3 


, filed with the letter of 


25 February 1998 (25.02. 1998) 




, filed with the letter of 




paees 

^ the claims. Nos. ! " y 


, as originally filed, 




Nos. 


, as amended under Article 19, 


Nos. 


, filed with the demand, 




Nos. 


, filed with the letter of 




Nos. 


'., filed with the letter of 




£7] the drawings. sheets/fie 1-15 


, as originally filed, 




sheets/fie 


, filed with the demand, 




sheets/fie 


, filed with the letter of 




sheets/fie 


, filed with the letter of 




2. The amendments have resulted in the cancellation of: 






I | the description, paees 






1 1 the claims. Nos. 






I | the drawings. sheets/fig 






o 1 1 This report has been established as if (some of) the amendments had not been made, since they have been considered 
1 — ' to go beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 


4. Additional observations, if necessary: 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 

Novelty (N) 

Inventive step (IS) 



Claims 
Claims 

Claims 
Claims 



1-9 



1-9 



Industrial applicability (IA) Claims 

Claims 



1-9 



YES 
NO 

YES 
NO 

YES 

NO: 



2. Citations and explanations 

Claims 1-9 

Document 1 [Arthritis & Rheumatism 37 (1) 1994, pp. 98-103] 
discloses an immunoanalysis using HMG-1 and HMG-2 but not an 
immunodiagnostic drug using HMG-1 and HMG-2 which identifies 
that the autoimmune disease concerened is not an ulcerative 
colitis when the polypeptide is a neutrophil 28kDa antigen. 
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Table 4 shows the percentages of positive patients 
by antigen and by disease* The percentage was as high as 
86% among the AIH patients and 27% for the hepatitis C 
patients . The percentage among the hepatitis B patients was 
12% , which was not significantly different from the 
percentage among the healthy persons . Based on these results, 
it was found that diagnosis by exclusion is possible 
regarding hepatitis B and that the anti-HMG-1/2 
antibody-positive patients have a high possibility of having 
AIH. 

Among the AIH and hepatitis C patients, the 
percentage of anti-HMG-1/2, antibody-positive patients was 
higher than, the antinuclear antibody-positive patients. 
Based on these results, it was found that AIH and hepatitis 
C can be diagnosed at a higher sensitivity with the 
anti-HMG-1/2 antibody than with the antinuclear antibody. 

Table 4 



• Percentage of positive 
patients 



Disease 


n 


HMG 


-1 


HMG-2 




HMG-1 + HMG-2 


Autoimmune 
hepatitis 


29 . 


23 


(79) 


24 


(83) 


25 


(86) 


Hepatitis C 


26 
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(8) 
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( 8) 
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(12) ■ 


Hepatitis B 


30 
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(27) 
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(23) 
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(27) 


Healthy persons • 


31 
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( 0) 
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(0) 
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(0) 
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(Amendments under Law Concerning International Applica- 
tions, Etc. Pursuant to the Patent Cooperation Treaty, 
Sec. 11) 

To: Commissioner of the Patent Office 

1. Identification of International Application 
PCT/ JP97/01647 ■ ■ > ■ 

2. Applicant 

Name: KANEKA CORPORATION 

Address: 2-4, Nakanoshima 3-chome, Kita-ku # Osaka-shi 

Osaka 530 Japan 
Country of nationality: Japan 
Country of residence: Japan 

3 . Agent 

Name: 7828 YAMAMOTO Shusaku* Patent Attorney 
Address: Fifteenth Floor, Crystal Tower, 

2-27, Shiromi 1-chome, Chuo-ku, Osaka-shi, 

Osaka 540 Japan 

4. Item to be Amended 
Specification 

5. Subject Matter of the Amendments 
As per the attached sheets. 

In Table 4, page 33 of the specification (English 
specification, page 49), first column (disease), second 
disease "Hepatitis C" is amended to "Hepatitis B" ; and third 
disease "Hepatitis B" is amended to "Hepatitis C" . 
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